1
H and l3 C NMR) spectra were recorded with Varian VNMRS 400, Oxford AS 500 MHz and Varian 700 MHz instruments using CDCl3 (with TMS as internal standard) and DMSO d6 as NMR solvents. Infrared spectra (Fourier Transform Infrared Spectroscopy, FTIR) were recorded with a Perkin-Elmer Spectrum 100 instrument.
Synthesis of 2-(1-oxoisoindolin-2-yl)pent-4-ynoic acid (3):
(a) tert-Butyl 2-(1-oxoisoindolin-2-yl)acetate (1):
To a solution of sodium hydride (450.6 mg, 11.26 mmol), freshly washed with hexane and suspended in dry THF, was added a solution of isoindolin-1-one (1.00 g, 7.51 mmol) in tetrahydrofuran (25 mL) at 0 °C under a nitrogen atmosphere. The reaction mixture was stirred (30 min) before tert-butyl bromoacetate (1.664 mL, 11.26 mmol) was added slowly. The reaction mixture was stirred (16 h) at room temperature. The reaction mixture was quenched with methanol (5 mL). The solvent was removed under vacuum and the resulting crude residue submitted to column chromatography (hexane/ethyl acetate, 4:1) to give pure tert-butyl 2-(1-oxoisoindolin-2-yl)acetate 1 as an off-white solid (1.802 g, 97%); mp = 62-64 °C; Rf = 0.33 (ethyl acetate/hexanes, 2:1); FT-IR (neat): 2972, 2932, 1738, 1687 cm 
13
C NMR (100 MHz, CDCl3): δ 168. 8, 168.1, 141.6, 131.9, 131.6, 127.9, 123.9, 122.7, 82.2, 50.5, 44.5, 28 .0. ppm; LRMS calcd for C14H17NO3 (M+H) 248, found 248.
(b) tert-Butyl 2-(1-oxoisoindolin-2-yl)pent-4-ynoate (2):
To a cooled solution of tert-butyl 2-(1-oxoisoindolin-2-yl)acetate 1 (100 mg, 0.40 mmol) in tetrahydrofuran (3.0 mL) was added lithium bis(trimethylsilyl)amide (606 µL, 0.606 mmol; 1.0 M solution in THF) dropwise at -78 °C under a nitrogen atmosphere. The resulting yellow colored solution was stirred (15 min) before dropwise addition of propargyl bromide (46.4 µL, 0.484 mmol) at -78 °C under nitrogen atmosphere. The reaction mixture was allowed to warm to room temperature over 1 h and then stirred for 2 h. The slightly orange colored solution was quenched with saturated aqueous ammonium chloride (5mL) followed by extraction with dichloromethane (2 X 15 mL). The organic layers were combined, dried over anhydrous sodium sulfate, concentrated and chromatographed hexanes/ethyl acetate, 3:1) to afford tert-butyl 2-(1-oxoisoindolin-2-yl)pent-4-ynoate 2 as a pale yellow oil (97 mg, 84%); mp = 101-103 °C; Rf = 0. 
To a solution of tert-butyl 2-(1-oxoisoindolin-2-yl)pent-4-ynoate (500 mg, 2.02 mmol) 2 in methanol/H2O (30 mL, 1:1) was added potassium carbonate (558.0 mg, 4.04 mmol). The reaction mixture was heated to reflux (5 h). After completion of the reaction, as indicated by disappearance of 2 by TLC, the reaction mixture was cooled to room temperature and then acidified with 5% HCl to pH 5-6. The product was extracted with chloroform (2 X 15 mL). The organic layers were combined, dried over anhydrous sodium sulfate and concentrated to yield 2-(1-oxoisoindolin-2-yl) pent-4-ynoic acid 3 (347 mg, 75%) as an offwhite solid; Rf = 0. 7, 168.2, 142.5, 132.3, 128.5, 124.1, 123.5, 110.0, 80.9, 73.8, 53.1, 47.9, 19 .9 ppm; HRMS calcd for C13H11NO3 (M+H) 229.0729; found 229.0744.
General procedure for the synthesis of click compounds (4-10):
2-(1-Oxoisoindolin-2-yl)pent-4-ynoic acid 3 (50 mg, 0.22 mmol, 1 equiv ) was dissolved in THF (2 mL), followed by addition of CuSO4·5H2O (5.44 mg, 0.022 mol, 0.1 equiv) and the corresponding azides (0.24 mmol, 1.1 equiv) at room temperature. A freshly-prepared solution of sodium ascorbate (21.60 mg, 0.11 mmol, 0.5 equiv) in water (1 mL) was added to the reaction mixture and stirring was continued (16 h). After completion of reaction, the mixture was concentrated and the obtained crude residue was purified by gravity-column chromatography (CHCl3/MeOH, 3:1) to provide pure triazoles 4-10. Off-white solid; 67 mg (86%); mp = 138-140 °C; Rf = 0.44 (CHCl3/MeOH, 7.5:2.5); FT-IR (neat) : 3383, 2929, 2859, 1705, 1659, 1602,, 1398, 1215 cm 168.2, 145.2, 142.8, 133.3, 131.3, 127.8, 123.6, 122.9, 122.5, 56.5, 49.5, 47.3, 30.9, 30.1, 27.4, 25.8, 22.3, 14 .3 ppm; HRMS calcd for C19H24N4O3 (M+H) 357.1921; Found 357.1919 . 9, 168.2, 144.5, 142.7, 132.9, 131.5, 127.9, 123.7, 123.1, 122.7 55.9, 49.5, 47.4, 31.6, 30.1, 28.8, 28.7, 26.9, 26.1, 22.5, 14. 168.2, 144.9, 142.8, 133.1, 131.5, 127.9, 123.7, 123.0, 121.3, 61.1, 56.5, 47.3, 33.2, 27.3, 23 .9 ppm ; HRMS calcd for C18H20N4O3 (M+H) 341.1608; Found 341.1607. 168.3, 145.0, 142.8, 133.0, 131.6, 128.1, 123.7, 123.2, 120.8, 66.5, 59.1, 47.4, 33.2, 27.2, 25.1, 24.9 168.1, 159.3, 145.5, 142.7, 133.2, 131.3, 129.3, 128.7, 127.8, 123.6, 123.0, 122.8, 114.4, 56.5, 55.3, 52.4, 47.3, 27 .2 ppm; HRMS calcd for C21H20N4O4 (M+H) 393.1557; Found 393.1556.
3-(1-Cyclohexyl-1H-1,2,3-triazol-4-yl)-2-(1-oxoisoindolin-2-yl)propanoic acid (7):

3-(1-(4-Fluorobenzyl)-1H-1,2,3-triazol-4-yl)-2-(1-oxoisoindolin-2-yl)propanoic acid (9):
General procedure for the preparation of esters (11-17): The corresponding click-acids (4-10) were dissolved in methanol (20 mL) followed by the addition of acetyl chloride (catalytic). The reaction mixture was stirred overnight at room temperature. After completion of the reaction, the reaction mixture was concentrated and the oily residue was partitioned between dichloromethane (20 mL) and water (15mL). The dichloromethane layer was separated, dried over sodium sulfate and then concentrated to provide the corresponding esters 11-17 as clear colorless oils. These products were used directly in the next step. 7, 169.2, 143.2, 141.8, 131.6, 128.0, 123.9, 123.7, 123.2, 121.4, 53.4, 52.7, 50.3, 47.5, 31.0, 30.1, 26.6, 25.9, 22.3, 13. S8 52.7, 50.3, 47.5, 31.6, 30.1, 28.8, 26.6, 26.3, 22.5, 13 .9 ppm; HRMS calcd for C22H30N4O3 (M+H) 398.2318, found 398.2327. 8, 169.2, 142.6, 141.8, 131.7, 131.6, 127.9, 123.7, 122.9, 119.4, 60.0, 53.6, 52.6, 47.6, 33.3, 26.6, 25.07, 25 .01 ppm; HRMS calcd for C20H24N4O3 (M+H) 368.1848, found 368.1851. 1-benzyl-1H-1,2,3-triazol-4-yl)-2-(1-oxoisoindolin-2-yl) 6, 169.1, 143.6, 141.8, 134.6, 131.8, 131.6, 129.1, 127.7, 127.6, 123.9, 123.7, 123.1, 121.5, 55.0, 53.6, 52.7, 47.6, 26 .5 ppm; HRMS calcd for C21H20N4O3 (M+H) 376.1535, found 376.1535. 1-(4-fluorobenzyl)-1H-1,2,3-triazol-4-yl)-2-(1-oxoisoindolin-2-yl) propanoate (16) 159.7, 142.9, 141.8, 131.7, 131.5, 129.3, 127.9, 126.5, 123.8, 122.9, 121.5, 114.3, 55.3, 53.6, 53.5, 52.6, 47.6, 26 .5 ppm; HRMS calcd for C22H22N4O4 (M+H) 406.1641, found 406.1641.
Methyl 3-(1-cyclopentyl-1H-1,2,3-triazol-4-yl)-2-(1-oxoisoindolin-2-yl)propanoate (13):
Methyl 3-(
General procedure for the benzylic oxidation of compounds 11-17 giving phthalimides 18-23: To a solution of compounds 11-17 (1 equiv) in acetonitrile-H2O (9:1) was added oxone (5.0 equiv) and potassium bromide (0.5 equiv). The resulting reaction mixture was allowed to reflux for 16 h. After completion of the reaction, the solvent was concentrated and the residue was partitioned between water (15 mL) and dichloromethane (15 mL). The organic layer was separated, dried over anhydrous S10 sodium sulfate and evaporated to obtain a crude residue which was further purified by column chromatography on silica gel using chloroform/methanol (95/5) as an eluent to afford the pure phthalimides 18-23. 167.3, 143.1, 134.1, 131.7, 123.5, 121.7, 52.9, 51.7, 50.2, 31.0, 30.1, 25.9, 25.4, 22.3, 13 .9 ppm ; HRMS calcd for C20H24N4O4 (M+H) 384.1798, found 384.1608.
2-(
2-(1,3-Dioxoisoindolin-2-yl)-3-(1-octyl-1H-1,2,3-triazol-4-yl)propanoic acid (19):
Colorless oil; 45 mg (87%); Rf = 0.67 (hexane/ethyl acetate, 1:1); FT-IR: 2926, 2856, 1770, 1749, 1709, 1390, 719, cm -1 ; 1 H NMR (700 MHz, CDCl3): δ 7.80 (dd, J = 2.8 Hz, 5.6 Hz, 2H), 7.69 (dd, J = 2.8 Hz, 5.6 Hz, 2H), 7.31 (s, 1H), 5.18 (dd, J = 4.9 Hz, 9.8 Hz, 1H), 2H), 3.75 (s, 3H), 2H), 2H), 10 H) , 0.85 (t, J = 7.0 Hz, 3H) ppm; 13 C NMR (175 MHz, CDCl3): δ 169.1, 167.3, 143.0, 134.1, 131.7, 123.5, 121.7, 52.9, 51.7, 50.1, 31.7, 30.2, 28.9, 28.8, 26.3, 25.4, 22.6, 14. 2955, 2873, 1775, 1743, 1709, 1385, 717, cm -1 ; 1 H NMR (700 MHz, CDCl3): δ 7. 2H), 2H), 7.32 (s, 1H), 5.17 (dd, S11 J = 5.6 Hz, 9.8 Hz, 1H), 1H) 167.3, 142.9, 134.1, 131.7, 123.5, 120.3, 61.6, 52.9, 51.7, 33.2, 30.9, 25 .4 ppm; HRMS calcd for C19H20N4O4 (M+H) 368.1485, found 368.1494. Cyclohexyl-1H-1,2,3-triazol-4-yl)-2-(1,3-dioxoisoindolin-2-yl) 167.3, 142.6, 134.1, 131.7, 123.5, 119.6, 59.8, 52.9, 51.7, 33.4, 30.9, 25.5, 25 .1 ppm; HRMS calcd for C20H22N4O4 (M+H) 382.1641, found 382.1650. 167.3, 143.6, 134.7, 134.1, 131.7, 128.9, 128.5, 127.7, 123.6, 121.9, 53.9, 52.9, 51.7, 25.4 3-(1-benzyl-1H-1,2,3-triazol-4-yl)-2-((tert-butoxycarbonyl)amino) propanoate (24) : To a solution of compound 22 (50 mg, 0.115 mmol) in methanol (10 mL) was added a catalytic amount of hydrazine hydrate and stirring was continued (4 h) at room temperature. After completion of reaction, the reaction mixture was concentrated to obtain a white residue which was partitioned between dichloromethane (10 mL) and water (10 mL). The dichloromethane layer was separated, dried over anhydrous sodium sulfate and evaporated to give a colorless oily residue. The oily residue was dissolved in mixture of dioxane (5 mL) and water (5 mL). To this clear solution was added sodium bicarbonate (10.68 mg, 0.127 mmol) and di-tert-butyl dicarbonate (27.78 mg, 0.127 mmol) at room temperature and stirring was continued (16 h). The reaction mixture was concentrated and the crude product was extracted in dichloromethane (2 x 10 mL) and washed with water. The organic layers were combined, dried over anhydrous sodium sulfate and concentrated to give a residue. Submission of the residue column chromatography (CHCl3/MeOH/9:1) afforded pure methyl 3-(1-benzyl-1H-1,2,3-triazol-4-yl)-2-((tert-butoxycarbonyl)amino)propanoate 24 as white solid (35 mg, 76% yield). The NMR spectral data for 24 correlated that previously reported.
3-(1-
Synthesis of methyl
